Supplementary
. Statistic analysis of length, G+C content, and model-based expression level of genes whose expression is altered in THO/TREX null mutants. Average length, G+C content and model-based expression level with respect to wild type of the genes that are either up-or down-regulated more than 1.5 fold in distinct THO/TREX mutants. Black line, genome average. **, P < 0.0001 (Mann-Whitney U test). Figure S3 . Overlap analysis of genes with significant binding of Rpb3, Hpr1, and Sub2 clusters. Venn diagrams representing the overlap between genes with significant binding of Rpb3, Hpr1 and Sub2 clusters (above). Plot of Rpb3, Hpr1 and Sub2 IP values for the coincident hits (below). A linear regression line and its equation are shown for each pair of data sets. Figure S4 . Statistic analysis of length, G+C content, and wild-type model-based expression level of genes recruiting Rpb3, Hpr1 or Sub2. Average length, G+C content and model-based expression level of the genes that showed a positive recruitment of Rpb3, Hpr1 or Sub2. Black lines indicate the genome average values. *, P < 0.001; **, P < 0.0001 (Mann-Whitney U test). Figure S5 . Binding profile of Hpr1 along the FAS2, ILV2 and NUP1 genes. Each gene was divided into 10 equivalent segments from the start and end coordinates. Two additional segments of the same size were considered upstream (5') and downstream (3') each ORF. The average signal log 2 ratio for Hpr1 hits mapping on each segment was plotted. The trending line shows the moving average (period 2). The enrichment of Hpr1 in the three genes occurs further away from the promoter. The amounts of Hpr1 bound correlate with the respective gene expression levels (10630, 9279, and 2326; model-based expression units). Figure S6 . THO-Sub2 recruitment increases toward the end of ORFs and at terminator regions. Percentage of Rpb3, Hpr1 or Sub2 ChIP hits in the different types (divergent, tandem and convergent) intergenic regions (left). Percentages of Rpb3, Hpr1 or Sub2 ChIP hits inside the different segments (1, 2 and 3) of tandem intergenic regions (right). Intergenic spacers accumulate 17%, 6% or 6% of total Rpb3, Hpr1 or Sub2 ChIP hits, respectively. The percentage distribution of Rpb3 ChIP hits among convergent, tandem and divergent intergenic spacers is close to 25:50:25%, which agrees with the number of the three kinds of spacers in the yeast genome. Instead, there is a clear bias toward convergent regions for Hpr1 and, to a lesser extent, for Sub2. If tandem intergenic spacers are divided in three segments (terminator, medial and promoter) we see that whereas Rpb3 is homogeneously distributed along all three, Hpr1 and, to a lesser extent, Sub2 are enriched toward the termination regions. Therefore, in contrast to Rpb3, which is recruited throughout all the ORF length, both Hpr1 and Sub2 are recruited following an increasing pattern toward the end of ORFs, being absent from promoters. Supplementary Figure S11 . THO-Sub2 recruitment increases toward the end of ORFs and at terminator regions. Composite profile of Rpb3, Hpr1, and Sub2 occupancy (detected by ChIP) across the average ORF plotted as Rpb3, Hpr1, and Sub2 percentage of ChIP hits per segment when considering a detection and change p values < 0.01 and different signal log 2 ratio cut offs (> 0.5, > 0.75, or > 1) for at least three contiguous loci. Red profiles correspond to the data depicted in Figure 3A (p values < 0.025 and signal log 2 ratio > 0). Hits: number of peaks of the clusters actually falling into the indicated genomic area. Expected: number of hits achieved by random repositioning of the genomic areas (average +/-standard deviation). Change: direction of the change of Hits respect to the expected (significant changes are indicated in bold, see p Value and Rnd). Ratio: ratio between the actual number of hits and the random average. p Value: indicates the probability that this ratio is casual. Rnd: number of randomized cases that achieved a ratio greater than or equal to the actual one. This study

